




Missouri State Board af Pharmacy 
c/o Kevin Kinkadc. Executive Director 
P.O. E3ox 625 
,l’cft’ersmI City, MO 65 102 

Rc: Proposed Rule 4 CSR 220-2.200 Sterile Pharmaceuticslrr 

Mcmbem oftho Misciouri i3oard of Pharmacy: 

The Inrcmatiohal Academy of Compoundhrg Pharmacists [IACP) appccciates the opportunity to 
cotnmcnt on the Missouri Board ofI%atmacy’s proposed rule “‘4 CSR 22Oe2.200 Sterile 
Pharttuaccuricals.” [AUP is an inrornational, non-profit association r~p~$~~tin~ pharmaceutical 
compounding. TACP rcpmsents phnrma&s who prepare customized ~mcd$cations according to a 
physiciaa’s specifications to mccr unique patient needs. IACP’s mission it@%tdes increashig 
tiwarc~ss of the impctriancu of colnpounding by providing accumte information an the benof 
&compounding and providing assistance to pharmacists in improvingtheit compounding 
aaiviti cs. Tn this capacity, IACP w i&es to address a number o? concerns with thcso regulntiona. 
IACP ~bmhs thcsc comments nn behalf of its Uissouri members, who vu81 bc: directly impuW?d 
by thcsc regulations, and additionally their patients, who bcncfit from ~o~o~~ded medications. 

Initially, IACP bclicvcs that the Missouri ‘Board of Pharmacy’s enriro approach to the regulation 
ofstetile pharmncmJtica~ compounding is fundanxntally fiawed in that it places primary 
cmpIxW and dependence on end-product testing. As will bc dcmnstrat& throughout these 

patients, 1AC.P ncommcnds that the Miyyouri Boiud oFPharmacy consider an ahernativc 
approach to the regulation of sterile products -the imptementation sFsy%@xmxic prooess 
controls,’ Such an apprciach will ‘be mote efficient, ~conomkal, and &Rct~vc for rmsuring 
product quality and patim safcry. 

Pharmatiutical experts cantcnd that the integration of systcmatk ptbctzss kbntrols in a 
compounding ph;umacy is tlx ideal moms of assuring produe q,uality. ‘*%ystematie pmcss 
mntrol’ is defined ti vtilidated policies, proocduros, and pronesses that wo used to Cot%istdlVly 
produdxz products oftho high&% quality,“‘” Systematic process cclntroi8 in&de: 
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* Compliance with opcracing policies, procedures and processes and the dcxum&Wion 
gcncratcd fmtn their execution; 

l Initial rind ongoing cmployec education using didactic, pmcticut’n and on-the-job training 
strategies; 

* Pcrsonncl controls such as proptzr handwashing, gowning and glwvingproccdurc~ and 
s~~cce~sfil ascptit technique v&&ion; and 

* Air surf~e sampling tests of critical work areas. In 
Monitoring and evaluation of data gcnontGd f&m these oporatioas can pr~vidc a compreht?nsivc 
picture of pro&t quality and facility qptitude for stcrilc compounding operations. 

Endorsement of systcmatjc process controls would involve a gretior cmph+Gs on activiLics such 
as personncl and process validation t&&g through media fills, aquipmcnt ~a~id~jon, and 
cnvi con mental quality sampl in&. If processes ZIJX executed accuratety, the i%ssou~i Board of 
pharmacy and the pharmacy proparing stwilc products should have a high grec of corrfidence 
in the Itiinal product quality. As ourlined in &Hrtgro,i :r Phwm&xuticul &kficr?;r,2 there is a 
much grcatcr degree of uncertainty and inaccuracy ~RYCJ~Y~ in ~d~~~d~ct,t~~~~ then in 
verifying nccumt-0 execution of proccssos. 

in addition, ‘+systematic process conrrot relies on prospccrivc data mcmitori~g and collccrion 
versus mtrospcctive analysis such as @nd-product testing, The results of end-product testing 
(sterility or quantit&e analysis) an! &norally not known prior to product lrcEcasc for patient 
USC.” In Further, sysrcmatic process cnntmls affaw for groatcr diagnostic;: cepabilities in the ovont 
WI error does occur in a pharmacy operation, ptoccss conrmls enable I$& p&umacy to quicUy 
diagnose and correct potential problmro in stcrilc compounding operations, 

PinaIly,U of systematic proGess cor~trole will matly reduce costs.to Wssouri 
pharmacies and parienrs. According co process k~nrro~ mcthudology, vaG&ics such as sterility, 
pyrogcnicity, and potency are dependent on proper cxecutian of Wdated $xxwcs, Okt~ 
validatted proccsscs, product quality inditiors such ‘as sterility, p~~gc~jei~* and po~tzy should 
bc intrinsic to the product. There would be no need to qwanti%ativeily t@st aWy batch or product 
for accuracy. Quantitative end-product testing would instoad bc perfomred on a sampling basis, 
as a double-checking mncchanism. This would greatly rod-w the zu~ouert of capital apharmacy 
would nocd to invest in testing. Likcwioc, the costs of sampl’mg distribut tq puiatts would be 
grcnrly reduced and could bc equally distriburod amolzg the pharmacy”s p&ems. 

Overall, process validation is much more efficlcult, economica!, and ir&@ive al’ product quality 
than erad-product testing The Missoljri Bowd.of Ptwmtiy sltould conslc@r adopting this 
regulatory strategy for govetin~ state sturile compounding opomfions. 
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IACP has scvcral anldiriorlal concerns with spcci~c rcylations that the lWs;sauri &bard of 
FhannaGy has promulgated to govern the compounding of sterile pharmac~tkals. 

4 CSR 220-2300 (1) L*Definitions.n 

Initiafl\l, lAGP believes that the Missc$#ri Board ofPharmacy’s doflnirim c@“‘Compoundirrg” 
provided in Section (H) is too broad. AY written, the compounding ~i~tj~n,w~uf~ include the 
rccortstitution or mmipulation of FDA-approved commercial products;. Mjost applicable federal 
and state definitions of compounding do not include rcconsttitution, ~~~p~la~o~, or stmilc 
admixture mmcling to FT3A-approved labeling. In fact. thhc Congre&oaaI?lycndorsed definition 
c&compounding provitlad by the Food and Drug Administration ~ademi~tion Act of f997 
(,FDAMA), which added: Section S03A to the Fcd~n~l Food Drug and C@s&$ic Act (FIXA), 
specifically exempts tcconstitution, et al, Qf r;ummun;i& products fycrm cor&kration as clcmcnts 
of compounding phmscy p&mice. “. . . The term ‘compaunding’ does noW&uded mixing, 
reconstiturkg, or other such acts that are pcrfkmcd in ~cor&mcc wirh di~c~io~ contained in 
appro\rtcd labeling provided by the product’s m‘anufacturer and other ~u~a~rer directions 
consistmt with that labeling.” inclusion of practices (SW& as admixture, ~~~s~i~ion, and 
other manipulations of cbmmercial pro&@ t.hat WC cm&tent with FDA;approvod taimling in 
the definition of compoundiq can introduce considerablc c&&ion into m;3ditionai pharmacy 
practice, For cxamplc, cxpirarion dating of products bscomos cxrrcmely implicated, 21~ an 
expiration date is the appropriate rcfcrence for FDA-approved products an R beyond-use date is 
the appropriate reference for compounded products. As stated, the ‘Miysouj=i definition of 
compowrtding conflates two distinct c.@e@ries of products. Admixrure, tionstituticm, or o&r 
manipulations of commkrcinl products according to FDA-approved labeling should not be 
includad in the dct’tnition of compoundin& The Missouri Board should clari@ their dofiirion of 
compnzmding to exclude admixture, reconstitution grid manipukiotr ot5~omme~ial products. 

Further, fhc phrase ‘*expiration date and time shall be assigned., ,*’ in the dc@ition nf 
“Expiration Date” (Sccti‘on @I)) implies a Board endorscmcnz ~f~~~i~~exp~~~tion datw to 
cmnpuundcd drug products. Howwcr, the term %xpiration dare” should titb6 used in referenec 
to compounded drug products or componwm “Expiration date” is a term .?hat &ouId be used 
cxclusivcly in ret$rence to manufscturcd drug products, as &t@ is dcrcr$in@d ,bascd on 
differinl$ methodologies and criteria for manufactured and compo s. “Beycmd-ust? 
date” is the appropriate reference for a compounded mmkation.4 Baard of 
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Phonnaoly should recognize this distinction in the dctinirions and throughot$ t& 
rcyl&ians. In addition, iACP rec;ommends adding a dofinitjon of “beyond-use date”’ to Part (1) 
for nzference with compounded products. (See USP Chaptci ~7953 far ~d~~iofl~~ irrforntation 
on beyond-use dating.) 

4 CSR 220-2.200 (7) &eptPc Technique and Product Preparation 

Additionally. LACP uintnins 8 numbs ofcancet~ with the wuircments 6utlinc.d in Part (7) 
“Aseptic Technique and Product Preparation.” 

hitidly, IACP is cowem& that rlw Secrkm (C) “Risk Level 3” stmxnent, ‘Wommrilc 
componcms must meet USP standards fir identity, purity and ctldotoxin lttlrcls.. ,It’ would wyuirc 
testing of bulk active pharmaccuticnl ingrcdicnrs. In f&t, the d&inition ~~~u~li~ C~ntrol,~ as 
well as process vG&tion* and record keeping’ requimmionts, seem to confirm testing 
rmuirements (identity, purity, non-pyrogzniciry and sterility) for ingredirsn ;Lnd com~nents of 
sterile products. IACP has several concerns with component tcstirtg requirements. 

To begin, pharmacies arq generally not equipped with the cquipmeno,or ski# ncccslpary to test 
bulk drugs for identity, purity, non-pyrogenicity, or stcritlty. TACP is awes t)lat the MirisOuri 
Board of %xmacy discussed in meetings the use of Certificatcs,of Analysis ta SatMy- this 
requirement. However, Ccrcificates of Analysis often do not cm in%rm&on on pyrogen level 
OF sterility of products, especially for non-stcrilc components. The inilbili& at’ a Certificate of 
Analysiis to satisfy this requirement would force in-pharmacy or ‘i~bor~~~~~sti~~ of all bulk 
active pharmaceuticrrl ingredients and excipients used in sterile ~~~u~di~~ Requiring testing 
of active pharmaceutical ingredients or excipients would bc cxtmnely F~~J~~~Jc- At the 
outset, the cost of this tqring would bc prohibidve. Like cad-product mting, in-house or 
labw&xy tcstiny for sterility, pclrency, and endotoxin levci could cw ow r@@ as $600 per 
componertt. Component tosting would imkncnsely irrcrez~sc patient proscription cost. 
Addirionally, requiring this testing would hinder patient access to im therapies, BE valid 
test results require time to obtain - sotietimcs in excess of a week. 

Furthermore, requiting testing of ingredimts or components would result ire cnrcessive repetition 
and w3ste of funds. As writtcn, the Missouri regularions require and-prod&t tctiing of all 
products prepl?rod from non-storilo oomponcnts, End-product testing rcaulis would VW@ 
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component quality, as the tinal product could uot satisfy end-product tests without WC of quality 
compwcnts. In addirion, in-phnnnucy or jndevudcnt lrtborz~tory end-product t@sting for 
stcdity, potency, and ondotn&n lcvcl can add more thw $800’ J.NX compounded prescription, 
Testing of componats would attach additional costs to every compounded grescriptmn. lf 
testing ~cr~rc rcquircd at the beginning and end of all stcrilc processes, the cambined costs of 
testing could increase to more than $1 ,ocW, per coinmunded product, with no added quality 
bon&it. These costs would render current and q~pr~priate phsnnaceuticai 6&e cost prohibitive, 
as patients will not pay $ I.000 for a vial ofmcdication. 

For the nclsons prcscnrcd above, the Unircd States Phanrnacopoia (US,P) ar@ utll@r standard- 
sating organizations do not rcquirc pharmscics to rat bulk acrivc pharmac icul ingrcdicntu or 
cxcipicmts. PhannacisW: should bc ablo co satisfy any component vat~da~~o~ requirements 
through use of their professional ,iudgmenr in selecting reputable sources ~~~upp~y and through 
inspccrion of a Gertificati: of Analysisl when applicable, Suppliers arc bcl~~cou~able for 
quality of active pharmaceutical ingrcdicnts through nz@atian according tc? Gaod 
Manuhcturing Pmctices ‘(GM&). as wctl as rcgisrntion and inspection by FDA md npplicablc 
St&tc Departments of tlca’ltk Thor problematic sttatomcnt;st idolltidod prcvioasly should be revised 
to elin~inmte r:et&mcc to component testing for ingredients us&i in stcrhc pwdtrct prcpnration. 

IACP maintains a second major concern with the Section (C) statement, %&nstcrik componontv 
must meet USP stirds for identity, purity and cndotoxin Icvcls....” While IACP agrees that it 
is genewHy better for pharmacists to use pharmacopoeiat.gmdc ~~~j~~~~ in mlury casts there 
are no monoflaphs outlikng approprkte standwds. In co$es wbxr: there ii not ;fn oBcia1 
$t;\ndard for an in-diem, the pharmrrcis% must rely on hk/her p~f~~jo~~~jj~d~ent along with 
ml assessment of the Ccrtific&~ of Analysis to evaluate the quality of the iqpdicnt. ‘MY 
recommends revision of this regulation to allow pharmacists ro satisfy rho ‘WSP standards” 
Tequiremenr throu@ rccciving l?om their immediate supplier dacumentari@n oaamp;iusyiny tic 
drug, such as a Ccrtificatc &Analysis. 

Further, there are two primary catcgodcs of bulk drugs: active i~~~i~t tid cxcipients. 
Rcfcrcnccs to “companents” and “ingredients” &roughout Section fC) csauid bc inte~reted to 
require testing of’bnth active pha~naceutical inpdients and cxcipicnts, C&nponcnr validation 
requirements should be limited to active pharmaccutic&l iapdients, as cxcipients &en %:‘c mt 
the sut$ect of aficial monographs and v&fetcd testing methods. The Mis;s;ouri ‘&bard QF 
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Pharmacy should replar;e all references to %xnpunun&‘~ with the phrase “active phnrmaccutical 
ingrcdicnr.” 

4 CSR 220-2.200 6) Record Keeping 

The phase, “ingredient validation,” in Scctinn (C) “Risk level 3” Number (4) is not deftned. 
This section requires pharmacist$ to keg records of”ingrcdient validation? However, Misuouti 
regulations have not clcm’ly dctjncd what processes would satis@ this rcqu@ment. As outlined 
in IACT’s comments on Section (7), ingredient validation shouldnw include form4 tcstfng 
requjmmenrs, instead, evaluation of product characteristics such as partick size and shape, 
color, homogeneity, clarity, container wci#tviuiation, etc. using qpropr 
sadards, such as a Certificate of Analysis, could provide sufi‘ticient “ingre~ilenr validation” for 
components or ingtedients used in compounding. RQ~W~IS, the term ‘“in&dient validation,‘” 
as rettcrcnced in btion (C) Number (5). is inappropriate and needs to be modified or removed. 

4 CSR 2203.200 (11) Expiration ihti~~g 

As previously discussed, the appropriate reference far a compounded mcdi@ation is “beyond-use 
date.” The Mkssouri Eioard of Pharmacy needs to reco~izr! this distinction throughout this 
section and the pmposed regulations.” 

In addition, IACP believes that the “laboratory testing” required in Sections K) ‘“Risk LGvd 3” is 
excessive. TACP bcliovcs that this rcquimnm ptaccs an unrreclrss~ and unduly restrictive 
burdm on phcuznacists. Initially, a defming charactkstic sf phatmacc~~ic~l compounding 
practice is the ability to urearc a variety of formulations, dos&ges, and da forms to meet 
unique patient I-W&. Thus, then: is tremendous variance in &o types o# produrns produced 
by compounded ph6umaWts. Ch the other hand, manu!%cturcrsS ro ensure% retun: 0~1 their 
invcstrmcur, produce only a narrow range of chemical GXWIS, dosage foms; t?.trm@his, flavors, 
and packaging. The narrow scope of mamtbcnrring allows manufacturcrs:To petiorm wrtcnsivc 
testing on their ptoduccs, Hawcvcr, the ~lilcurc a;nd scope Q~c~rn~u~dj~~ makes exhaustive 
testing pmhihitive. It is n&her feasible nor pnrdcnr to tc@ every fonnuladon, cvety dosage, and 
every dosage form that a pharmacy compounds. Petiocming stability tc@iqg is beyond the scope 
oftraditicinnl plxunxtcy practice and would require stabWy studies by ind andent anaIytioaf 
laboratories. Testing costs tbr erability studies at independent 1aborstorics:rcquirp: a minimum 
investment of approximately $10,000: per compounded formul&ion, ‘I’hu&:. rite cost of This testing 
would be prohibitive to both pharmacicx and patients (as testing costs *oujd fikfy be distributed 
to consun~cr~). Further, requiring stability testing ‘would hinder patient ~~@SSS co importam 
thapics, as stability teeing ususllly requires a minimum of ono to three months to pcrtbw. 
Pharmacists do not usually nccive prior notice on ptescribod t&mpics and certainly arc not 
given months of advanced noticed to nllow for extensive .stahility testing on formututions. Thus, 
stability testing, ~lcf m;urdated. would K?strict patient access to c-rucial th ies and custom&cd 
medications. 
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For this rcczw)n. phartnacopocias set stqndards for applying beyond-use daecp to compounded 
medkattions. As indicalcd previously in Footnote 4, beyond-use datea should be assimod based 
an data presented in peer-rovicwcd litemrc, approptiare testing, pharmwwpaektl standards, or 
the pharmacists’ educatirrn and experience, In the abscncc crf stability inforjkation from these 
sources, pharmacists should be able to reference publications such as D-&d 2 Skddify oj 
C’ompmmd~d Fonnrrlulio/zs’” and apply their professional eductiion, cxpericnce, Ed j’udgmcnt 
to dctcrminc appropriate stzlbitity paramorers far compounded drug pro&ct& Ph,a.rmacists can 
also rclkr~cs compwnding standards, such as TJSP Chapto? 795, which #r~~~dc.gu~d~l~n~s for 
establishing appmptiato stability paramMers on products based on farmulntian. Testing ix 
beyond the scope of compounding pharmacy pm&cc. 

4 CSR 220-2.200 02) End-Product RvaCuation 

1ACP maintains a number of concents,with the standards outlined in Part $2) Section [Cc) “K&k 
Level 3,,” 

Initidly, LACY maintains arcat concorn with the rcquiremenr in Section ((7)i“Risk LGvol3” that 
“each stcrilo preparation or batch must be tested for stcriliey, pyroycnicity, 
Mandating cmd-product tqsting ibc every Risk Lcvcl3 pro&at would be fi 
to pharmacies. ‘!%a cost woufd u4diriunally bc prohibitive to paticmtu, T 
potency. and cndotoxin i+vcl at an indqmdcnt laboratory Gould exceed 
accord& to Bomi cstim~tes. h-house testing .rqducos coszs only minimal&, In order to avoid 
financial devastation of steriie compounding opcrarions. pharmacies must irnct%se revenues to 
balance costs assnciatcd with complying with the.se regulations. However, 
are unlikely and. thus, costs must be distributed to patients. In an incrc&.n 
ylabal market, oonsumeq am nenwarking with out-of-aatc or intzrn&ional 
prescription drug products at iower co&s. Missouri patients arc no dif&rcn& Missouri patients 
arc! likely to employ ourside resoufccs to more ctconomically nil sterile 
to the stingent compiiancc cases that will be distributed to consume% 
other localities not subject to Missouri standards will sahlsnrc the M 
intended outcome of ticso rc@Iations. Accordingly. rhe h&so& Bo 
invalidate its goal of increasing pneiont ho&h and sa&ty as prohibiti 
resource external sources fat prescription drugs, 

Tnstcad,, IACP strongly endomes process and pwsannel validation as~~x~~l~~~ indicators of 
sterile product quality. Following logic provided in Rtrmi~g~on ‘8 P~~~~?~~~~~iG~~ Sciences.2 
cxports bclicve that prlac~ss and personnel validation a;ro more eftkctive qudiiy indicators than 
end-produa testing. Process and pcnonncl validation should be the ~o~l~jon of quality control 
for sterile products, Miwuri has already outlid appropriate proccrisl vJi&eion procedures 
within the proposed sterile regulations. 
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In addition to process validitrion rrryu&nc~ts, 8 yam_pliqg program for end-product sterility, 
pyrogenicity, md potency can be instructive. Missouri has already reco$niied thu v&t of a 
sampling program for steritiry testing in Scetion (C) ‘“Risk Level 3” Numbct ( I) ?%rility 
Testing.” I-lowcver, for the retions outlined above, rhc Board of Pha~acy should adhere to a 
srtmpling program for all sterility, endotoxin, and potency tcstirrg. Several &htcrr standard setting 
organizations, such ~1s the Am&all Society of Health-System Phatmsrdsts 4ASWq) endorse end- 
proctuct Bnmpiing probmms, as outlinccl in a pharmacy’s policy and procede manunl. 

The Miuwuri Board should continue to ondors* process validation whiie cad-ptoduct testing 
should not be required as rigorously. A ssrnpling pqgram minfurccs pr~%~ and personnel 
validation, however minimizes the profligate investments tequircd to test every sterile 
compound, Likewise, freqyency of end-produce testing sample? should be bleak to a 
pharmacist’s prafessional judym@t (based on SIX& o.P operations, types #~~~ipulation~ 
performed, batch size, liroqucncy of compounding the particular products tltb compounding risk 
level of the product, and the pormtial risk to thr: patient) and outlined in the pharmacy’s policy 
and proccdurc manuaf. 

IACP maintair~ addirianal co~~rn that in existing Section (Cj rcgula~ions the Board has allowed 
sampling for sterility but mandated cmdcttcrxin msting *‘for each stwila pro&pct prepared from 
non-sterile drug components.. ,.” Lack of sterility is more critical to patict$t h&h than the 
prwencc of an cndotoxit~, which may result only in a temporary fcvcr. Thus, sterility tosting 
should bc given more emphasis in .regulations than cndotoxin t&in& The proposed regulations 
place far too much emphasis on cndatoxin tcscing. rcbive to sterility tcsti 
potency may bc ct&X+vcly verified through process canttols, suck 8~ cl 
balances %nd adhcrcncc to written formulationti. Potency resting of corn~~nd~ may not bc as 
critical as testing for sterility #nd cndoraxlnns. Likcwiso, as outlined &XWC, all testing should bc 
conducted according to B fm;il sampling plan. 

Moreover, the requirements in S&on (C) Number (2) ” 
a.pply to cvcry sterile product preqy03*dtb, Ophthalmic nfid inhdatio 
and thus cndotoxin testing may not be p5 critical on theso products. 
awarded to specific c&-product tests should corrdtate to the 
product prepared. In other words, cotnpmhensivc endotoxin test 
the prcscncc of an cndotoxin in a pmduct would pose little or no ri 
Oetcnnination of tcstinl; requirements relative to product risk should .bc ~~~j~~ Co tr pharmacist’s 
professional disomion, ae outlined in rhc phatiacy’s policies and procrxl~%~ @vexing i.ts 
sampling program for end-pmociuct testing. 

Tn addition, requiring USP methods for endotoxin testing for lrvcry pradti.wodd bc much too 
stringent and expensive, The Mlssou$ Board ofPharmacy, in iti workshc@ describing Private 
Entity Costs, enimatcs that pyrogenicity testing per batih would cost ~ha~aci~ approximately 
$30, However, this $30 cstimatc rcfcrs to the in-house tests thur do not m&t the&e st’rin&g.?nt USP 
Chapter (89 standards. To meet USP 45~ stand&a, phartnacics would, be forcod to rclegte 
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all endotoxin testing to indopcndcnt laboratories at an cstimatcd cost &f ClS$I per .%mple, I2 
Scvcml in-huuse endok-z&~ testing kits are available that may provide phaqwcisss with 
appropriarc assurance of product quality but may not comply with rhe cxten@e royuircmcnt# or 
VW 435~ governing cndotoxin testing, Section (C) NumWr (2) should be revised to eliminate 
reference to USP testing stwdards. 

Section (C) further rcquircs that %wplc; shalt be statistically adequate to r’kasonably cnsurc that 
batches are sttilc.” This twquircmcnt is virtually impossible to fulfill. &&zgt~?~ ‘.s 
Pharmrucourir,d scit?nces2 presents datn to demon&ratu rho inadequacies of “end produet’ sterility 
tusting. Expett6 on sterile product testing state that ‘“the sample skc, . . has n relatively mnall 
cffzt in improving the prababilicy of accepting lots [of pr&uct tested]. Ev? a sample size of 
500 (from a 1000 item bnch {SO*!)] would result in ercancousl~ zu~~pr’mg Al lot six times oul oj 
tell: Thus; “statistically adequate” testing is an impossible stnndard to achkve. Rmhgion ‘8 
asserts that “the only method for determining sterility with 100% assuraoto~~ wauld bo to run a 
total sterility test; Le. to tcsl cvcry item in ttre lot? Testing every iulrn ia nat fusible for anmy 
pharmaceutical operation. Therefore, process and porsorrt~cl v&dation arc &ansidcred by experts 
to be much bettor indicators of product quality than end-product tosting. 

Section (C) Numbs (3) “Potency”” Part (D) requires that “the final pc%onoy&e] ronfirmed by 
insuumontal analysis.” During tha September 2002 mcGting of she lLfissourri Bawd of pharmacy, 
a Board mctnber suacsted that ccfraatomaters bc used for potency evaluat&n. However, 
pharmaceutical oxports cantcrtd that use afs &wtomereer is an invalid method of-s&g 
potency. This methodology is hmdamentaily flawed in a numb& ~fways. Vkiablcs, such as 
tho prcsct~c of multiple ingredients, p@servative.u, buffets. and other inactive ing~~~Iicnts in EL 
compound or variance in’pH and tempemture, can rends such instruments ~&$a for use in 
potency cvaluatioti and yield inaccurate results. The imtnents are not 
potency of compounds, as this testing is ncrt the imendoci USC of the cquipm 
testing methods would involvo High-Prwsurc Liquid Chromot~graphy {HT%cS) or Gas 
Chro~~~orogr&phy (GC) or some sitrtilnr method. “Jnstnmwntal antiysis”” of”potwcy exceeds the 
scope of traditional pharmacy practice. A11 validated methods of “instrum kal otnalysis” would 
require independent Iabogtory testing or purc@sc of cxrrcmely txpmsivc sting equipment by 
the pharmacy. All methods would Force pharmacy to incur Iargc coat8 and distibutc a Iar@ 
portion of these costs to c;onaumc+. fnstcad ofrequiring instrumental analysis an all products, 
phanmies could include potency test& in their end-prtiuct sampling ~~@jrams. IACP 
requests that tha Missouri Board revise Number (3) Section (Xl} acckding iu, the suggestions 
out1incd abovo or rcr~vc the Gquitement, Cost -hates for the Board oPl”h~m~$~ shoufd 
also be revised to eliiin&c rcfmcc t.o rcfractumetcrs, ‘as they are not suit&c to veri ry potewy. 

Further, in light of the Missouri Board’s regdatory approach, !ACP a s:rhat the provision fctr 
“Emcrgcncy Dispensingl . ,*’ outlined in Stction 14) is c8sstnriai to chc contilruity ot’pkmacy 

-... L 
I2 The incr~wcd cost of cndotoxin tasting would affect twting cstimutee in the lviimati E3lowd.s priva~z 

Enthy Fiaaal N~te (Pago 17, ,lanutuy 2OU3 Missouri Kq$stsr). As atttlirtod in t%$note 8, (hWing ~3331s 

I3 
would increase ta 3925 par ha&h. 
SW Public Entity FiA N0t.e. Page 14 and 1 S, lanwtry ZOA)o3 h4.iewut-i RI&GM’. 
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prtuhe. The emeryency disptxuircg prrtvisiom are essent&l to luly mgul&ti~r& that require that 
“st.criic producxr; compound& from non-sretiIc components musz bu quar~~&h~cd pendill) results 
of end product testing,” as end-pr@uct te$ting can require two-weeks or IoRgzr to complctc. 
Several sterile products must be compounded by ptiarnracists bcclusc their &shelf 18% is too shoti 
to allow far tmnsport f?om a manufactunz. Requiting end-product testing tctsuSJ$ prior to the 
rcle~e of these products would entirely preclude their us&. In addition. there WC times when 
i,mmcdiatc patient need for a drug product cxcccds tbe risk of product n. Thus, the 
emegency dispensing provision in Scct~otr (4) is vitsl to pharmacists mact patient 
needs. Howcvcr, ,nzquiritig pharmae&s tb rclcasc only the “quan%iry of p 
needs of the pxirml; until .all sterility and pyrugcltioiry 1x1~ are known” is 
As outlined above, due to S8biliry t’$~tors+ sorcw p~~&~co require dispcns 
immediately. Requiring &spensing of a minimal amount wouldalso add 
cot&ion for both the p&tint and thd pharmacy. Pharmacies should iniri 
~@NTNN the cntirc product. provided they hive a me&a&n for rcca@n 
testing yields unacccptablc nx~ltrc The recall of a compmmised drvg wgutd scwc the same 
purpose aa dispcnsina a minimum qualntity. USP proposed Ch8piar ti97>, “Pharmacy 
Compounding Sterile Pmp~&x~” agrees with the rccatl premise outlined above, 

Additional regulations that should be ud&ewed bused on the above ~orn~n~~t~s include; 

* Part (4) “Storage md Handling” @xtion (8) Wsk Level 3”: ‘I%Q 6~t~~n~ “Finished 
but untested products ‘must bc @;rmntincd under minimal risk for ~~~~tion or loss 
of idcntlty in an idwtrifrcd quslrrrntinc arm,‘* k~plics that every batch vlrill be tasted. This 
statement needs TV bo qualifrcd to allow appropriate storage far pm&cts that will not he 
tcstcd, due to classification in a lower risk category or as a batch or:product not sampled. 

l Part (7) “Aseptic Technique arld Product Preparation” Section (El) ‘yRi& Level 2”‘: The 
phrase, “tinal evaluation, and nesting,” implies that the tile ~~~~~d on each R.&k Level 
2 product must contain testing results. However, Section ( 121 ‘*End’Pro&t Evaluation” 
rcquircs only a final evalustion, not tcsth~g, on Risk Level 2 p~d~~~s. The word testing 
should bc rcmovod fiorn Part (7) Section (B) to eliminate the con%eadiction with Section 
( 12) requirements. 

ti Part (9) ‘Record Kcepiny’” {C) “Rfsk Lcv~l3” (4) “End-pro&Jot ov&luation and restinjq 
VXOTdY”: As end-product testing should not bc required on every batch ~cvcry clmdnct, 
this statement shlould be clarified, like its prcdcccssors, with the phm, “if applicable.” 

4 CSR 2%W,Ml~13) Handling Skrile Products Outaide the Pharmacy 

I ACP requests revision of the Part (13) Socticn (A) ‘Xisk Level I” requireper& that “Sccrilc 
producr~ shall bc trasportcd.. . within tempe~ture-cont~ll~d d&cry eonvain~ (W defbd by 
USP standards).” Initially, the word ‘tcontrol,“’ used in pharmacy s&ngs (i.e. cnnrrollcd rclcase 
oapsulcs, controlled substances, tic.), communicates a dcgrec of imen&y cind accuracy in 
robw lation th&t is overly restrictive when applied to tempcmturc and dolivcfy &wices. FuMer, 
the cit&J USP guidclioes Q?rewnrably, Tacking” from USP prapbgcd Chaptw %797>, 
“Phrtnnaceutical Compounding - Sterile Prepararlons”) are t&r too ,~n~~t md often beyond the 
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scope of traditional pharmacy pm&ice. JAW rocommottds revision uft~is~~~~t~o~ (A) 
rcquircment to state. “Stcrilc producta~shnll bc transported. S I within apptcq~iat~ pecka&g or 
delivery containers that maintain ncccwdry sturd@z conditiuns fcr Q~SGTTJC 

integrity ofsterile produucts.” 

4 CSR 22b2.200 (IS) Exemption 

The cxwnptidn provided in Fart ( 15) of rho Missouri Sterile Campcnmdittg ~~~lati~ns is 
extrcmcty vague. LACY is un&ar as to the diminction between “pmducts; Cnnl;aincd ot11y in B 
closed or aerrled sysrcm” (ix!. produmri cxcntpt in Part (IS)} and “preduet& that am sterile 
throughout the entire compounding proc&’ (refcEnced in Part ( i) ‘*~~~~n~~~n~~’ Section (Z) 
“Kisk Level 1” and “Risk iawl 2”}. TO mtintain stcrilily througbour rlze s@tiro compounding 
process, it is necessary to maintain pr@ucts within a clascd or staled system. ThGrcfbm, Part 
( t 5) perhaps exempts al’l Risk Level 1 and Risk Level 2 compounding frbn the requiremcnta of 
these rcylittions. This cxanption needs to be greatly cluri%d of moved, 

4 CSR 2203,200 Fiscal~Note: EWvate Entity Cost 

The casts of impiementaion forrhc Missnuri Stcrilc rc$ulations am a~~onamical. The Missouri 
Board ofPharmacy e&mates that the private entity cost tbr the year of impim@ttatian would be 
approxirmttely $5 million and the. cuntinuimg costs wouki be $3 millitm pm yew. The Board 
assigns this burden to Missouri pharm;lcias without recognizing er asseegiai~t~ the practical 
impacEs of this multi-milllion dnl’iztr burden. Initially, assignhq $3 million Bfcost per year to 
sixty-or-x recognized pharmacies engaged in starilc compounding implies that each pharmacy 
would ineur more than $50.000 in recutit~g expenses every year. This could drive most 
pharmacies in Missauti out of businoa. Tf the phttrmacics arc to stay in bukincss and meet 
patient needs, the Missouri Board of Pharmacy fails TP lulcugnize that al! ~~CUWWJ cwts in the 
pharmaoics must bc distributed to consumers. This b&c Pr+3misc &bus@@ matta~@ttt 
means that the Missoud Board of Phaknacy has relegated a minimum af $3. million in costs per 

par TO the Missouri public. Consumers will not tolerate this fina~ial bur , cspeciztlly in the 
realm of healthcare where rising prescription costs; are &eady a seurec of iaf and pal itical 
contention. If the Missouri sterile compoundin@ reguhticms arc adopted, ~i~~~i would likaly 
become B dumping gound for out-of-state sterile products mada in faci not meeting the 
stringcurt Missouri standards. l%us, these: regulations, aa written, could ly dovaluo rho 
Missouri Board’s goal of advancing public he&b and s&y. 

In addition, JACP is exrremeiy concerned with the wlcertllinty md potcntid error irrhorcnt to the 
Missorvri Board’s private emity cost estimrrtes,‘4 The Missouri Bw& estimarcs that only f&en 
pharmacies will test stcrilc pro&cts, ‘I”ho Board crcatcs this number by prhjjccting ‘“that tl toti Of 
61 pharmacies could be affected by this rule, It is f&the-r mtimatcd tJlat t!#!/u: ofthese 61 
pharrnaci~, which is equal to IS pharmacies, are involved in s%zilc product c~t~~undi~g which 

‘* See Jonruuy 2003 Misriouri Rcgistcr, Page 17. Nurnbw 2 
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includca non-stcrilc to stcrilc product compounding. 4 This estimate is dcvcEopcd without 
juaifiwion. l’h~ pcTGcnla@ could ca&ly bc XI‘%, 7S%, or cvcn IQ04A~, Thbrc arc no datn to 
justify the estimates, However, the numbers are crucial to the cost cstimnt& pm%nted. If the 
percentage of pharmacies en&a@U in C&W 3 compounding bnd trusting fern tn increase to 75% 
(45 pharmacies), the ptivatc Dntity cosr would increase to over $9 mjtJion.“6 If all jd~nti&d 
pharmnrics ongagcd in stcrih comyclunding {61 pharmacies) w~lpo ta po1$5&3 Class 3 opetrations, 
the private entity cost would iucreaae to r&no& $13 million.‘7*‘8 

.Furt.hcr, these COY~I arc based cm thy premise tlwt all sterile compounding p&rmacics compound 
only one sterile bakh or producr per day, This cstimatc may be fluwed as VW. Many 
pharmacies prepare multiple sterilcs products and batches cvcryday, with each Fducr or batch 
incurring over $800 in test& COSGL Patients cannot be ~xptsctcd to pay $~~~~’ in testing costs 
gor proscription in addition to expenses sustained through overhead, ~n~~~Nt~* and time of 
ptcparatiort. In addition, if the Board incorporares multiple bstchos inrn th& estimate for annual 
compliance costs, the cost to pharmacies and, likewise, f&m public could cx$c+~I $21 million.20 
T~IG Missouri public should tiot be expected to absorb a lost of$21 milliotl:whe;r, a four more 
cfb.xivc and COSI cf’flclent approach to sterile product regulation may W&L 

Further, the Missouri E30rwd of Pharmacy t;?jts to account for rhe %baratory tcstctit&’ or stability 
studic?s that it requires in Part (11) “Expiration Dating” Setion CC) “Risk Level 3,” These 
studies require a minimum invcsancnt of approximately $10,000 pa crrmp4wnddd formulation. 
The number of compounded formulations that would require ra@ng is virhWy unlimited. 
Requiring stability studios could add significantly to tlze! priv;rtc entity cost k&mates provided. 

Givtn-t M. potcmtial$20 tnillion LX& fluauation itlvolveJ in the currant 
the Missouri Board of Pharmacy, the cemlated pharmacies and ththe 
and sccurc the true tiscat, impact ofthesa re&ations. “IIw Miss(n~ 
survey state pharmacies, determine the r;cope of cumfit sterile operations, Bnd solidify the 
astitnatcs presented in the private entity cost worksheet, L4CP would be tilling to assist the 
Missour! Roard of Pharmacy in this endeavor. 



Irrbmational Academy of Compounding Pharmacists 
January 31,ZOU 
Page 13 orI3 

Due to the severe impact rrf these regulations on Missouri pharmacies, I[ACP requests the 
Missouri Board 4’ Phrrmauy to address the com?erns outlined in thPrst ~o~me~~ and issue 
II subsequent draft of the standards for reconsideration by pharm8cCes’and pharmacy 
skkehalders. Thaso proposed cdmp~unding regulations should not, bc ca~~de~d with 
undue baste. The impli’rations and impact of the proposed reg&ations an Niissauri 
pharmraciea warrant provision of additional time for discussion, research, evaluation, and 
revision. 

III addition, the Missouri Board of Pharmacy must make provision in its fin@ draft of these 
regulations for an appropriate cffcctivC or cornpliancc da%. Pirarmacim will need time to adjust 
polici~si, practicti, facilities. and cquigmont to comply with the ~~~at~o~$,~rarnu~~tad by the 
Missouri Board of Pharmacy. 

IAGP apprecizttes the opportunity to share our cottccms with the M&so 
and WC look forward to working with you to continually advance sterile p 
Iikcwi=, patient health and safety. If wt CBII be of any~assistancc. or if you&~vo any questions, 
please do not hesitate to contact me or kunifcr Braslmres, IACP‘s Regu1atriry Affairs 
Coordinator, ;lt (28 1) 933-8400. 

Respectfully subrnimxl, 

L.D. King 
Executive Director 

CC: Jennifer Brasharcs 


